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4 <110> APPLICANT: ROSENTHAL, Arnon 

5 LEVKOWITZ, Gil 

7 <120> TITLE OF INVENTION: METHODS OF TREATING ALZHEIMER 1 S DISEASE 

8 USING ANTIBODIES DIRECTED AGAINST AMYLOID BETA PEPTIDE AND 

9 COMPOSITIONS THEREOF 



12 <130> FILE REFERENCE: 514712001500 

14 <140> CURRENT APPLICATION NUMBER: US 10/683 ,815a 

15 <141> CURRENT FILING DATE: 2003-10-09 

17 <150> PRIOR APPLICATION NUMBER: US 60/417,232 

13 <151> PRIOR FILING DATE: 2002-10-09 * 

20 <150> PRIOR APPLICATION NUMBER: US 60/447,611 

21 <151> PRIOR FILING DATE: 2003-02-13 

23 <150> PRIOR APPLICATION NUMBER: US 60/464,754 

24 <151> PRIOR FILING DATE: 2003-04-22 

26 <150> PRIOR APPLICATION NUMBER: US 60/480,353 

27 <151> PRIOR FILING DATE: 2003-06-20 
30 <160> NUMBER OF SEQ ID NOS : 21 

32 <170> SOFTWARE: FastSEQ for Windows Version 4.0 

34 <210> SEQ ID NO: 1 

35 <211> LENGTH: 40 
3 6 <212> TYPE: PRT 

3 7 <213> ORGANISM: Homo Sapiens 

3 9 <400> SEQUENCE: 1 

40 Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

41 1 5 10 15 

42 Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala lie lie 

43 20 25 30 

44 Gly Leu Met Val Gly Gly Val Val 

45 35 40 
48 <210> SEQ ID NO: 2 

4 9 <211> LENGTH: 769 

50 <212> TYPE: PRT 

51 <213> ORGANISM: Homo Sapiens 

53 <400> SEQUENCE: 2 

54 Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr Ala Arg 

55 1 5 10 15 

56 Ala Leu Glu Val Pro Thr Asp Gly Asn Ala Gly Leu Leu Ala Glu Pro 

57 20 25 30 

58 Gin He Ala Met Phe Cys Gly Arg Leu Asn Met His Met Asn Val Gin 

59 35 40 45 

60 Asn Gly Lys Trp Asp Ser Asp Pro Ser Gly Thr Lys Thr Cys He Asp 

61 50 55 60 

62 Thr Lys Glu Gly He Leu Gin Tyr Cys Gin Glu Val Tyr Pro Glu Leu 
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63 


65 








70 










75 










80 


64 


Gin 


He Thr 


Asn 


Val 


Val 


Glu 


Ala 


Asn 


Gin 


Pro 


Val 


Thr 


He 


Gin 


Asn 


65 








85 










90 










95 




66 


Trp 


Cys Lys 


Arg 


Gly 


Arg 


Lys 


Gin 


Cys 


Lys 


Thr 


His 


Pro 


His 


Phe 


Val 


67 






100 










105 










110 






68 


He 


Pro Tyr Arg 


Cys 


Leu 


Val 


Gly 


Glu 


Phe 


Val 


Ser 


Asp Ala 


Leu 


Leu 


69 




115 










120 










125 








70 


' Val 


Pro Asp Lys 


Cys 


Lys 


Phe 


Leu 


His 


Gin 


Glu 


Arg 


Met 


Asp 


Val 


Cys 


71 




130 








135 










140 










72 


Glu 


Thr His 


Leu 


His 


Trp 


His 


Thr 


Val 


Ala 


Lys 


Glu 


Thr 


Cys 


Ser 


Glu 


73 


145 








150 










155 










160 


74 


Lys 


Ser Thr 


Asn 


Leu 


His 


Asp 


Tyr 


Gly 


Met 


Leu 


Leu 


Pro 


Cys 


Gly 


He 


75 








165 










170 










175 




76 


Asp 


Lys Phe Arg 


Gly 


Val 


Glu 


Phe 


Val 


Cys 


Cys 


Pro 


Leu 


Ala 


Glu 


Glu 


77 






180 










185 










190 






78 


Ser 


Asp Asn 


Val 


Asp 


Ser 


Ala 


Asp 


Ala 


Glu 


Glu 


Asp 


Asp 


Ser 


Asp 


Val 


79 




195 










200 










205 








80 


Trp 


Trp Gly Gly 


Ala 


Asp 


Thr 


Asp 


Tyr 


Ala 


Asp 


Gly 


Ser 


Glu 


Asp 


Lys 


81 




210 








215 










22,0 










82 


Val 


Val Glu 


Val 


Ala 


Glu 


Glu 


Glu 


Glu 


Val 


Ala 


Glu 


Val 


Glu 


Glu 


Glu 


83 


225 








230 










235 










240 


84 


Glu 


Ala Asp Asp 


Asp 


Glu 


Asp 


Asp 


Glu 


Asp 


Gly 


Asp 


Glu 


Val 


Glu 


Glu 


85 








245 










250 










255 




86 


Glu 


Ala Glu 


Glu 


Pro 


Tyr 


Glu 


Glu 


Ala 


Thr 


Glu 


Arg 


Thr 


Thr 


Ser 


Ala 


87 






260 










265 










270 






88 


Thr 


Thr Thr 


Thr 


Thr 


Thr 


Thr 


Glu 


Ser 


Val 


Glu 


Glu 


Val 


Val 


Arg 


Glu 


89 




275 










280 










285 








90 


Val 


Cys Ser 


Glu 


Gin 


Ala 


Glu 


Thr 


Gly 


Pro 


Cys 


Arg 


Ala 


Met 


He 


Ser 


91 




290 








295 










300 










92 


Arg 


Trp Tyr 


Phe 


Asp 


Val 


Thr 


Glu 


Gly 


Lys 


Cys 


Ala 


Pro 


Phe 


Phe 


Tyr 


93 


305 








310 










315 










320 


94 


Gly 


Gly Cys 


Gly 


Gly 


Asn 


Arg 


Asn 


Asn 


Phe 


Asp 


Thr 


Glu 


Glu 


Tyr 


Cys 


95 








325 










330 










335 




96 


Met 


Ala Val 


Cys 


Gly 


Ser 


Ala 


Met 


Ser 


Gin 


Ser 


Leu 


Leu 


Lys 


Thr 


Thr 


97 






340 










345 










350 






98 


Gin 


Glu Pro 


Leu 


Ala 


Arg 


Asp 


Pro 


Val 


Lys 


Leu 


Pro 


Thr 


Thr 


Ala 


Ala 


99 




355 










360 










365 









100 


Ser 


Thr 


Pro 


Asp 


Ala 


Val 


Asp 


Lys 


Tyr 


Leu 


Glu Thr 


Pro 


Gly 


Asp 


Glu 


101 




370 










375 








380 










102 


Asn 


Glu 


His 


Ala 


His 


Phe 


Gin 


Lys 


Ala 


Lys 


Glu Arg 


Leu 


Glu 


Ala 


Lys 


103 


385 










390 










395 








400 


104 


His 


Arg 


Glu 


Arg 


Met 


Ser 


Gin 


Val 


Met 


Arg 


Glu Trp 


Glu 


Glu 


Ala 


Glu 


105 










405 










410 








415 




106 


Arg 


Gin 


Ala 


Lys 


Asn 


Leu 


Pro 


Lys 


Ala 


Asp 


Lys Lys 


Ala 


Val 


He 


Gin 


107 








420 










425 








430 






108 


His 


Phe 


Gin 


Glu 


Lys 


Val 


Glu 


Ser 


Leu 


Glu 


Gin Glu 


Ala 


Ala 


Asn 


Glu 


109 






435 










440 








445 








110 


Arg 


Gin 


Gin 


Leu 


Val 


Glu 


Thr 


His 


Met 


Ala 


Arg Val 


Glu 


Ala 


Met 


Leu 


111 




450 










455 








460 
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112 Asn Asp Arg Arg Arg Leu Ala Leu Glu Asn Tyr lie Thr Ala Leu Gin 



113 


465 










470 








475 










480 


114 


Ala 


Val 


Pro 


Pro 


Arg 


Pro 


Arg His 


Val 


Phe 


Asn 


Met 


Leu 


Lys 


Lys 


Tyr 


115 










485 








490 










495 




116 


Val Arg Ala Glu 


Gin Lys 


Asp Arg 


Gin 


His 


Thr 


Leu 


Lys 


His 


Phe 


Glu 


117 








500 








505 










510 






118 


His 


Val 


Arg Met 


Val 


Ar.p 


Pro Lys 


Lys 


Ala 


Ala 


Gin 


He 


Arg 


Ser 


Glu, 


119 






515 








520 










525 








120 


Val 


Met 


Thr 


His 


Leu Arg 


Val He 


Tyr 


Glu 


Arg 


Met 


Asn 


Gin 


Ser 


Leu 


121 




530 










535 








540 










122 


Ser 


Leu 


Leu 


Tyr 


Asn 


Val 


Pro Ala 


Val 


Ala 


Glu 


Glu 


He 


Gin 


Asp 


Glu 


123 


545 










550 








555 










560 


124 


Val 


Asp 


Glu 


Leu 


Leu 


Gin 


Lys Glu 


Gin 


Asn 


Tyr 


Ser 


Asp 


Asp 


Val 


Leu 


125 










565 








570 










575 




126 


Ala 


Asn 


Met 


He 


Ser 


Glu 


Pro Arg 


He 


Ser 


Tyr 


Gly 


Asn 


Asp 


Ala 


Leu 


127 








580 








585 










590 






128 


Met 


Pro 


Ser 


Leu 


Thr 


Glu 


Thr Lys 


Thr 


Thr 


Val 


Glu 


Leu 


Leu 


Pro 


Val 


129 






595 








600 










605 








130 


Asn Gly Glu 


Phe 


Ser 


Leu 


Asp Asp 


Leu 


Gin 


Pro 


Trp 


His 


Ser 


Phe 


Gly 


131 




610 










615 








620 










132 


Ala 


Asp 


Ser 


Val 


Pro 


Ala 


Asn Thr 


Glu 


Asn 


Glu 


Val 


Glu 


Pro 


Val 


Asp 


133 


625 










630 








635 










640 


134 


Ala Arg 


Pro 


Ala 


Ala Asp 


Arg Gly 


Leu 


Thr 


Thr 


Arg 


Pro 


Gly 


Ser 


Gly 


135 










645 








650 










655 




136 


Leu 


Thr 


Asn 


He 


Lys 


Thr 


Glu Glu 


He 


Ser 


Glu 


Val 


Lys 


Met 


Asp 


Ala 


137 








660 








665 










670 






138 


Glu Phe Arg His 


Asp 


Ser 


Gly Tyr 


Glu 


Val 


His 


His 


Gin 


Lys 


Leu 


Val 


139 






675 








680 










685 








140 


Phe 


Phe 


Ala 


Glu 


Asp 


Val 


Gly Ser 


Asn 


Lys 


Gly 


Ala 


He 


He 


Gly 


Leu 


141 




690 










695 








700 










142 


Met 


Val 


Gly Gly 


Val 


Val 


He Ala 


Thr 


Val 


He 


Val 


He 


Thr 


Leu 


Val 


143 


705 










710 








715 










720 


144 


Met 


Leu 


Lys 


Lys 


Lys 


Gin 


Tyr Thr 


Ser 


He 


His 


His 


Gly 


Val 


Val 


Glu 


145 










725 








730 










735 




146 


Val Asp Ala Ala 


Val 


Thr 


Pro Glu 


Glu 


Arg 


His 


Leu 


Ser 


Lys 


Met 


Gin 


147 








740 








745 










750 






148 


Gin Asn Gly Tyr 


Glu 


Asn 


Pro Thr 


Tyr 


Lys 


Phe 


Phe 


Glu 


Gin 


Met 


Gin 


149 






755 








760 










765 








150 


Asn 






























154 


<210> SEQ ID NO: 


: 3 























155 <211> LENGTH: 645 

156 <212> TYPE: DNA 

157 <213> ORGANISM: Mus Musculus 

159 <400> SEQUENCE: 3 

160 gaggtgaagc ttctcgagtc tggaggtggc ctggtgcagc ctggaggatc cctgaaactc 60 

161 tcctgtgcag cctcaggatt cgattttagt agatactgga tgaattgggt ccggcaggct 12 0 

162 ccagggaaag ggctagaatg gattggagaa attaatccag atagcagtac gataaactat 180 

163 acgccatctc taaaggataa attcatcatc tccagagaca acgccaaaaa tacgctgtac 240 

164 ctgcaaatga gcaaagtgag atctgaggac acagcccttt attactgtgc aagacaaatg 300 
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165 ggctactggg gccaaggcac cactctcaca gtctcctcag ccaaaacgac acccccatct 360 

166 gtctatccac tggcccctgg atctgctgcc caaactaact ccatggtgac cctgggatgc 42 0 

167 ctggtcaagg gctatttccc tgagccagtg acagtgacct ggaactctgg atccctgtcc 480 

168 agcggtgtgc acaccttccc agctgtcctg cagtctgacc tctacactct gagcagctca 540 
16 9 gtgactgtcc cctccagcac ctggcccagc gagaccgtca cctgcaacgt tgcccacccg 600 
170 gccagcagca ccaaggtgga caagaaaatt gtgcccaggg attgt 645 
173 <210> SEQ ID NO: 4 

174" <211> LENGTH: 215 

175 <212> TYPE: PRT 

176 <213> ORGANISM: Mus Musculus 
178 <400> SEQUENCE: 4 



179 


Glu 


Val 


Lys 


Leu 


Leu 


Glu 


Ser 


Gly 


Gly 


Gly 


Leu 


Val 


Gin Pro Gly Gly 


180 


1 








5 










10 








15 


181 


Ser 


Leu 


Lys 


Leu 


Ser 


Cys 


Ala 


Ala 


Ser 


Gly 


Phe 


Asp 


Phe 


Ser Arg Tyr 


182 








20 










25 










30 


183 


Trp 


Met 


Asn 


Trp 


Val 


Arg 


Gin 


Ala 


Pro 


Gly 


Lys 


Gly 


Leu 


Glu Trp He 


184 






35 










40 










45 




185 


Gly 


Glu 


He 


Asn 


Pro Asp 


Ser 


Ser 


Thr 


He 


Asn 


Tyr 


Thr 


Pro Ser Leu 


186 




50 










55 










60 






187 


Lys 


Asp 


Lys 


Phe 


He 


He 


Ser 


Arg 


Asp 


Asn 


Ala 


Lys 


Asn 


Thr Leu Tyr 


188 


65 










70 










75 






80 


189 


Leu 


Gin 


Met 


Ser 


Lys 


Val 


Arg 


Ser 


Glu 


Asp 


Thr 


Ala 


Leu 


Tyr Tyr Cys 


190 










85 










90 








95 


191 


Ala 


Arg 


Gin 


Met 


Gly Tyr 


Trp 


Gly 


Gin 


Gly 


Thr 


Thr 


Leu 


Thr Val Ser 


192 








100 










105 










110 


193 


Ser 


Ala 


Lys 


Thr 


Thr 


Pro 


Pro 


Ser 


Val 


Tyr 


Pro 


Leu 


Ala 


Pro Gly Ser 


194 






115 










120 










125 




195 


Ala 


Ala 


Gin 


Thr 


Asn 


Ser 


Met 


Val 


Thr 


Leu 


Gly 


Cys 


Leu 


Val Lys Gly 


196 




130 










135 










140 






197 


Tyr 


Phe 


Pro 


Glu 


Pro 


Val 


Thr 


Val 


Thr 


Trp 


Asn 


Ser 


Gly Ser Leu Ser 


198 


145 










150 










155 






160 


199 


Ser 


Gly 


Val 


His 


Thr 


Phe 


Pro 


Ala 


Val 


Leu 


Gin 


Ser 


Asp Leu Tyr Thr 


200 










165 










170 








175 


201 


Leu 


Ser 


Ser 


Ser 


Val 


Thr 


Val 


Pro 


Ser 


Ser 


Thr 


Trp 


Pro 


Ser Glu Thr 


202 








180 










185 










190 


203 


Val 


Thr 


Cys 


Asn 


Val 


Ala 


His 


Pro 


Ala 


Ser 


Ser 


Thr 


Lys Val Asp Lys 


204 






195 










200 










205 




205 


Lys 


He 


Val 


Pro 


Arg 


Asp 


Cys 
















206 




210 










215 

















209 <210> SEQ ID NO: 5 

210 <211> LENGTH: 642 

211 <212> TYPE: DNA 

212 <213> ORGANISM: Mus Musculus 

214 <400> SEQUENCE: 5 

215 gatatccaga tgacacagac tacatcctcc ctgtctgcct ctctgggaga cagagtcacc 60 

216 atcagttgca gtgcaagtca gggcattagc aattatttaa actggtttca gcagaaacca 120 

217 gatggaactg ttaaactcct gatctattac acatcaagtt tacactcagg agtcccatca 180 

218 aggttcagtg gcagtgggtc tgggacagat tattctctca ccatcagcaa cctggaacct 240 

219 gaagatattg ccacttacta ttgtcagcag tataggaagc ttccgtacac gttcggaggg 300 
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220 gggaccaagc tggaaataaa acgggctgat gctgcaccaa ctgtatccat cttcccacca 360 

221 tccagtgagc agttaacatc tggaggtgcc tcagtcgtgt gcttcttgaa caacttctac 420 

222 cccaaagaca tcaatgtcaa gtggaagatt gatggcagtg aacgacaaaa tggcgtcctg 480 

223 aacagttgga ctgatcagga cagcaaagac agcacctaca gcatgagcag caccctcacg 540 

224 ttgaccaagg acgagtatga acgacataac agctatacct gtgaggccac tcacaagaca 600 

225 tcaacttcac ccattgtcaa gagcttcaac aggaatgagt gt 642 

228 <210>, SEQ ID NO: 6 

229 <211> LENGTH:* 2i4 

230 <212> TYPE: PRT 

231 <213> ORGANISM: Mus Musculus 
233 <400> SEQUENCE: 6 



234 


Asp 


He 


Gin 


Met 


Thr 


Gin 


Thr 


Thr 


Ser 


Ser 


Leu 


Ser Ala Ser Leu Gly 


235 


1 








5 










10 




15 


236 


Asp 


Arg 


Val 


Thr 


He 


Ser 


Cys 


Ser 


Ala 


Ser 


Gin 


Gly He Ser Asn Tyr 


237 








20 










25 






30 


238 


Leu 


Asn 


Trp 


Phe 


Gin 


Gin 


Lys 


Pro 


Asp 


Gly 


Thr 


Val Lys Leu Leu lie 


239 






35 










40 








45 


240 


Tyr 


Tyr 


Thr 


Ser 


Ser 


Leu 


His 


Ser 


Gly 


Val 


Pro 


Ser Arg Phe Ser Gly 


241 




50 










55 










60 


242 


Ser 


Gly 


Ser 


Gly 


Thr 


Asp 


Tyr 


Ser 


Leu 


Thr 


He 


Ser Asn Leu Glu Pro 


243 


65 










70 










75 


80 


244 


Glu 


Asp 


He 


Ala 


Thr 


Tyr 


Tyr 


Cys 


Gin 


Gin 


Tyr 


Arg Lys Leu Pro Tyr 


245 










85 










90 




95 


246 


Thr 


Phe 


Gly 


Gly 


Gly 


Thr 


Lys 


Leu 


Glu 


He 


Lys 


Arg Ala Asp Ala Ala 


247 








100 










105 






110 


248 


Pro 


Thr 


Val 


Ser 


He 


Phe 


Pro 


Pro 


Ser 


Ser 


Glu 


Gin Leu Thr Ser Gly 


249 






115 










120 








125 


250 


Gly 


Ala 


Ser 


Val 


Val 


Cys 


Phe 


Leu 


Asn 


Asn 


Phe 


Tyr Pro Lys Asp He 


251 




130 










135 










140 


252 


Asn 


Val 


Lys 


Trp 


Lys 


He 


Asp 


Gly 


Ser 


Glu 


Arg 


Gin Asn Gly Val Leu 


253 


145 










150 










155 


160 


254 


Asn 


Ser 


Trp 


Thr 


Asp 


Gin 


Asp 


Ser 


Lys 


Asp 


Ser 


Thr Tyr Ser Met Ser 


255 










165 










170 




175 


256 


Ser 


Thr 


Leu 


Thr 


Leu 


Thr 


Lys 


Asp 


Glu 


Tyr 


Glu 


Arg His Asn Ser Tyr 


257 








180 










185 






190 


258 


Thr 


Cys 


Glu 


Ala 


Thr 


His 


Lys 


Thr 


Ser 


Thr 


Ser 


Pro He Val Lys Ser 


259 






195 










200 








205 


260 


Phe 


Asn 


Arg 


Asn 


Glu 


Cys 














261 




210 























264 <210> SEQ ID NO: 7 

265 <211> LENGTH: 684 

266 <212> TYPE: DNA 

267 <213> ORGANISM: Mus Musculus 

269 <400> SEQUENCE: 7 

270 gttactctga aagagtctgg ccctgggata ttgaagccct cacagaccct cagtctgact 60 

271 tgttctttct ctgggttttc actgagcact tctggtatgg gtgtaggctg gattcgtcag 120 

272 tcttcaggga agggtctgga gtggctggca cacatttggt gggatgatga taagtactat 180 

273 aacccatccc tgaagagcca gctcacaatc tccaaggata cctccagaaa ccaggtattc 240 

274 ctcaagatca ccagtgtgga cactgcagat actgccactt actactgtgc tcgaaggggg 300 
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